reduce the possibility of autoimmunity (Goodnow et al., 1995). The diverse specificities are generated by recombination of previously separated variable (V), diversity 
CACA motif common to all three groups of sequences studies of knockin mice. Self-reactive VDJ genes artifi-( Figure 1C ). This realization led to the recognition that cially inserted into the J H locus can be altered by secondthe CGAGAG motif in the V H1-8 DJ rearrangement is identiary rearrangements, including V H replacement (Chen et cal to the sequence of the 3Ј end of the V H3-7 gene, while al., 1995a, 1995b, 1997). In humans, 40 out of 44 functhe CAAAAG motif found in the V H3-11 DJ rearrangement tional V H germline genes contain cRSS motifs with a is identical to the 3Ј end of the V H3-9 gene ( Figure 1C ). heptamer (TACTGTG) but no clearly definable nonamer These findings suggested a model of EU12 intraclonal partner (Radic and Zouali, 1996) . This cRSS motif can diversification through serial V H replacement mediated be found within the 3Ј end of V H genes of all vertebrates by the cRSS (TACTGTG) embedded within the 3Ј ends that have been examined, including mammals, birds, of the FR3 of V H genes ( Figure 1D generated from V H2-5 →V H3-7 , V H3-7 →V H1-8, and V H1-8 →V H3-9 As schematically illustrated in Figure 2A 
